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References S16 1 H and 13 C NMR Spectra S17 Figure S1 . A representative image of compound 1 (carbon = orange) docked to the X-ray crystal structure of compound 6 (carbon = yellow) bound to Chk1 (PDB ID, 2BRB). The surface of the binding site is shown. Docking indicated that the binding of the 4-nitrobenzyl derivative 1 to Chk1 was less favorable than binding of 6.
A B Figure S2 . (A) . A representative image of compound 1 (carbon = orange) docked to the X-ray crystal structure of compound 6 (carbon = yellow) bound to Aurora A (PDB ID, 3K5U). Docking indicated that the 4-nitrobenzyl group of 1 can potentially be accommodated in the ATP-binding site. (B) . A representative image of amine 5 (carbon = orange) docked to the X-ray crystal structure of compound 6 (carbon = yellow) bound to Aurora A (PDB ID, 3K5U). Docking indicated that the 4-aminobenzyl group of 5 can potentially be accommodated in the ATP-binding site. The surface of the binding site is shown. (A) Reduction of 1 using zinc powder and 10% ammonium chloride in DMF was monitored at 0, 1 and 16 h. The new peaks were identified as the corresponding amine and nitroso reduction products. An injection that contained the active inhibitor 6 as an internal control showed that none of the peaks correlated to 6, confirming that release of 6 was not observed under these conditions. (B) The T = 1 h aliquot from the zinc reduction was injected into potassium phosphate buffer pH 7.4 and incubated at 37 °C. HPLC analysis of the formed precipitate reveals loss of the nitroso 4 and amine 5.
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The search space for docking into the receptor 3K5U was defined as a cubic box with dimensions 18.75 Å × 18.75 Å × 18.75 Å and center x = -5.496, y = -31.095, z = 6.03. The exhaustiveness and number of modes were both set to 20 and all other parameters were kept at their default values.
General Experimental
1 H NMR spectra were recorded on Bruker DPX400 or DQX400 (400 MHz) or Bruker AVII 500 (500 MHz) using deuterochloroform (unless indicated otherwise) as a reference for internal deuterium lock. The chemical shift data for each signal are given as δH in units of parts per million (ppm) relative to tetramethylsilane (TMS) where δH (TMS) = 0.00 ppm. The multiplicity of each signal is indicated by: s (singlet); br s (broad singlet); d (doublet); t (triplet); q (quartet); dd (doublet of doublets); combinations thereof; or m (multiplet). The number of protons (n) for a given resonance signal is indicated by nH. Coupling constants (J) are quoted in Hz and are recorded to the nearest 0.1 Hz. Identical proton coupling constants (J) are averaged in each spectrum and reported to the nearest 0.1 Hz. The coupling constants are determined by analysis using Bruker TopSpin software.
13 C NMR spectra were recorded on Bruker DQX400 (100 MHz) or Bruker AVII 500 (126 MHz) spectrometers with broadband proton decoupling and internal deuterium lock. The chemical shift data for each signal are given as δC in units of parts per million (ppm) relative to tetramethylsilane (TMS) where δC (TMS) = 0.00 ppm.
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Mass spectra were acquired on a VG platform spectrometer. Electrospray ionization spectra were obtained on Micromass LCT Premier and Bruker MicroTOF spectrometers, operating in positive or negative mode, from solutions of methanol. m/z values are reported in Daltons and followed by their percentage abundance in parentheses.
Melting points were determined using a Kofler hot stage microscope and are uncorrected.
Microanalyses were obtained at the Elemental Analysis Service, London Metropolitan University, London.
Infrared Specta were obtained from neat samples, either as solids or liquids, using a diamond ATR module. The spectra were recorded on a Bruker Tensor 27 spectrometer. Absorption maxima are reported in wavenumbers (cm -1 ). Compound 8 (3.00 g, 11.5 mmol, 1.0 eq) was added to the acetic formic anhydride and the resulting solution heated to 85 °C for 6 h. The solution was filtered and adjusted to pH 6 using aqueous NaOH (2 M). The filtrate was extracted with CH 2 Cl 2 (50 mL) and the organic layer washed with distilled water 
Analytical thin layer chromatography
S10
The brown solid (3.79 g) containing 9 was heated to 220 °C for 30 min. The resulting solid was crystallized from methanol to yield 10 (1.70 g, 51% over two steps) as a brown solid: R f 0. 
4-Chloro-5,6-diphenylfuro[2,3-d] pyrimidine (11)
Phosphorus(V) oxychloride (9.93 mL, 106.53 mmol, 30.7 eq) was added to dry 10 (1.00 g, 3.47 mmol, 1.0 eq). The reaction solution was stirred at 55 °C under argon for 2 h, then quenched by pouring over crushed ice and adjusted to pH 7 using a saturated aqueous solution of Na 2 CO 3 . The product was extracted with CH 2 Cl 2 (100 mL) and washed with distilled water (3 × 50 mL). The organic layer was dried over MgSO 4 , filtered and concentrated in vacuo. The resulting residue was adsorbed onto silica gel and purified using silica gel column chromatography 
